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AMENDMENTS TO THE DRAWINGS 

The attached sheets of replacement formal drawings include changes to Figure 1 (total of 2 
sheets) and Figure 3 (total of 1 66 sheets) as originally filed. 

Replacement sheets for Figures 1 A-i B replace the originally filed Figure 1 . Replacement sheets 
for Figures 3A-3Ul!l.T.iUU replace the originally filed Figure 3. Because the header has been added to 
the replacement formal drawings, the text of the drawings has carried over onto new pages and new sheets 
3VVVWV-3HHHHHHH are added. No new matter has been added. 

Attachments: One hundred and fifty-three (1 53) Replacement Sheets of draw ings 
Thirteen (13) New Sheets of drawings 
Ten ( 10) Annotated Sheets of drawings showing changes 
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REMARKS 

Reconsideration is respectfully requested. Claims 7, 8, 1 0, 25, 26, 28, 29, 3 1 , 44-46, and 49-52 
are pending. Claims 1-6, 9, 1 1-24, 27, 30, 32-43, 47, and 48 are canceled. Claims 1 1, 29, 44, 47, and 50 
are amended. No new matter has been added due to the amendments. Amendments to and cancellation 
of the claims do not affect inventorship. 

Applicants have not dedicated or abandoned any unclaimed subject matter and moreover have not 
acquiesced to any rejections made by the Patent Office. Applicants reserve the right to pursue 
prosecution of any presently excluded claim embodiments in future continuation and/or divisional 
applications. 

Amendment to the Specification 

With regards to paragraphs [0049], [0069] and [0120] Applicants note that the amendments are 
consistent with the sequence shown in Figures 1 and 3. As such, the amendments do not add new matter 
and Applicants respectfully request the amendments be entered. 

Claim Amendment 

Claim 7 is amended. Support is found, for example, in original claims 1 1 and 1.2. Claim 25 is 
amended. Support is found, for example, in original claims 29 and 30. Claim 50 is amended to correct 
clerical error. Claim 44 is amended for technical clarity. 

Information Disclosure Statement 

The Examiner states that no information disclosure statement can be found in the application file. 
Applicants respectfully submit that an IDS was filed February 7, 2007. 

Drawings 

Figures 1 and 3 of the drawings are amended in accordance with 37 CFR 1 .84(u)(l ) as requested 
by the Examiner. Applicants respectfully request the amendments be entered and the objections be 
withdrawn. 
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Sequence Compliance 

The Examiner states that the application fails to comply with the requirement of 37 CFR 1.821 
through 1.825. 

The Specification has been amended to include the sequence identifier in the Brief Description of 
Drawings with regard to the amino acid sequence- disclosed in Figure 3. As such. Applicants submit that 
the application, as amended, complies with the requirement of 37 CFR 1.82 1 through 1 .825, and 
respectfully request the objection be withdrawn. 

Claim Objections 

Claims 1 i and 29 stand objected to as using inconsistent terminology. Claims 1 1 and 29 arc 
cancelled, rendering the objections moot. 

Claim 50 stands objected to as not ending in a period. Applicant- have amended claim 50 to add 
a period. 

As such, applicants respectfully request the objections be withdrawn. 

Claims Rejections - 35 U.S.C. § 112, Second Paragraph 

Claims 10, 28, 45-47, and 49-52 stand rejected under 35 U.S.C. § 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. Specifically, the Examiner states that claims 10 and 20 are indefinite in the 
recitation of "resolution less than 3.0 Angstroms" as ii is unclear as to whether the term 'less than" is 
meant to limit the resolution or Angstrom value. 

Claim 47 is cancelled, rendering the rejection moot. 

Claims 10 and 28 are amended to recite "to a resolution having a value less than 3.0 Angstrom." 
As such, it is clear the term "less than'" is to limit the resolution. Applicants respectfully request the 
rejection on this basis be withdrawn. 

The Examiner also states that claim 45, and claims 46-47 and 49-52 dependent therefrom, recite a 
method step of "performing rat ional drug design using the solved structure," and neither the specification 
nor the claims define the term "rational drug design." Applicants respectfully traverse. 

It is well known in the art that rational drug design is an approach that uses information about the 
structure of a drug receptor or one of its natural ligands to identify or create candidate drugs. Moreover, 
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the instant application discloses that ''inhibitory or other HDAC-2 binding compounds may be designed 
as a whole or "de novo" using either an empty binding site or optionally including some portion**) ot a 
known inhibitors),'' Paragraph [0178]. The instant application further lists references that provide more 
details information about rational drug design and incorporated them by reference. See, e.g. paragraph 
[01 79]. Because the term ''rational drug design" is well known in the art, and a skilled artisan would 
know how to perform a "rational drug design," it is unnecessary for the Applicants to define its meaning. 
As such, Applicants respectfully request the rejection on this basis be withdrawn. 

Claims Rejections - 35 U.S.C. § 112, First Paragraph 

i. New Matter 

Claims 8, 10, 26, 28 and 46 stand rejected under 35 U.S.C. § 1 12, first paragraph, as containing 
new matter. Applicants respectfully traverse. 

Claims 8, 26, 46 are rejected as containing new matter because of the recitation of "trimer " 
Applicants respectfully submit that this limitation is clearly supported by the specification which 
discloses that: "[djuring structure determination... it was realized that the asymmetric unit comprised 
three HDAC-2-ZrT -TSA molecules." As such, this limitation is not new matter. Applicants respectfully 
request the rejection on this basis be withdrawn. 

Claims 10 and 28 are rejected as containing new matter because in the previous response they are 
amended to recite "less than 3.0 Angstrom." Claims 1 0 and 28 are amended to recite "to a resolution 
having a value less than 3.0 Angstrom." The amendments are supported by the original claims 10 and 28. 
As such, Applicants respectfully request the rejection on this basis be withdrawn. 

H. Written Desc ripl i on and H i lablement 

Claims 7, 8, 10-12, 25, 26, 28-31, 45-47, and 49-52 stand rejected under 35 U.S.C. § 1 12, first 
paragraph as failing to comply with the written description and enablement requirement. Applicants 
respectfully traverse. 

Claims 11, 1 2, 29, and 30 have been canceled, rendering the rejections moot. 

With regards to claims 7 and 25 (and claims dependent therefrom), the claims have been amended 
to recite the space group and unit cell, and as such. Applicants believe the rejections under 1 1 2, first 
paragraph for lacking written description and enablement should be withdrawn. 
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With regards to claim 44, the application meets the written description requirement because the 
application is sufficient to show that the inventor possessed the claimed invention. Applicants 
respectfully direct Examiner's attention to Example 13 of Synopsis of Application of Written Description 
Guidelines ("Guidelines"). 

Claim 1 of Example 13 claims "A isolated protein having SEQ ID NO: 3," where the 

specification has a working example showing the isolated protein was sequenced and determined lo 

consist of SEQ ID NO:3. As stated in the Guidelines: 

A search of the prior art indicates that SEQ ID NO: 3 is novel and nonobvious. The 
claim is directed to a genus of proteins that comprise SEQ ID NO :3. One member of the 
genus, SEQ ID NO: 3, is described by a complete structure. 

The Guidelines go on to conclude: 

The claimed subject matter is adequately described. A rejection under the written 
description requirement should not be entered. 

Applicants submit that the instant application is substantial identical to Example 13. As such, 
instant claim 44 meet the written description requirement, and the rejection on this basis should be 
withdrawn. 

Applicants further submit that the instant application also meets the enablement requirement 
because, as discussed above, the instant application not only discloses working examples, but also 
discloses how to make variants. The disclosure, taken in view of the general knowledge, enables a skilled 
artisan to practice the claimed invention without undue experimentation. As such, the rejection based on 
lacking of enablement is improper and should be withdrawn. 

Claims Rejections - 35 U.S.C. § 102 

Claim 44 stand rejected under 35 U.S.C. § 102(e) as being anticipated by Venter (U.S. Patent 
6,812,339) {"Venter"). Claim 44 stand rejected under 35 U.S.C. § 102(b) as being anticipated by 
GenBank Accession Number Q92769, GE3023939. Applicants respectfully traverse. 

For an anticipation rejection under 35 U.S.C. § 102 to be proper, a single reference must disclose 
each and every element of a claim. In re Paulsen, 31 USPQ2d 1671, 1673 (Fed. Cir. 1994); M.P.E.P. § 
2131 (citing Richardson v. Suzuki Motor Co., 9 USPQ2d 1913, 1920 (Fed. Cir. 1989). 

Claim 44 recites "A protein consisting of SEQ ID NO:5." The specification discloses that SEQ 
ID NO: 5 has 405 amino acids, and is generated by limited proteolysis of the full length HDCA-2 
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(residues 1 -448 of SEQ ID NO: 1 ) protein fused with 6-histidine tag at the C-terminus. See paragraph 
[021 1], 

In contrast, Venter discloses a protein that is 556 amino acids long, thus is different from the 
claimed "protein consisting of SEQ ID NO:5." Similarly, the protein disclosed in the Genbank entry is 
488 amino acids long, and thus is also different from the claimed "protein consisting of SEQ ID NO.5." 
As such, neither of the references disclose the "'protein consists of SEQ ID NO: 5" as claim 44 requires. 

Because the references do not teach each and every limitation of claim 44. they can not anticipate 
claim 44. As such, Applicants respectfully request the rejections on this basis be withdrawn. 

Claims Rejections - 35 U.S.C. § 101 

Claim 44 stand rejected under 35 U.S.C. § 101 on the basis that the claimed the invention is 
directed to no-statutory subject matter. 

Claim 44 is amended to recite "A protein consisting of SEQ ID NO:5." As such, applicants 
submit that claim 44, as amended, is directed to statutory subject matter and respectfully request the 
rejection be withdrawn. 



Applicants respectfully submit that the claims are now in condition for allowance and early 
notification to that effect is respectfully requested. If the Examiner feels there are further unresolved 
issues, the Examiner is respectfully requested to phone the undersigned at (415) 442-1000. 



CONCH SIGN 



Respectfully submitted, 



Customer Number: 67374 

Morgan. Lewis & Bockius LLP 
One Market. Spear Street Tower 





Filed Under 37 C.F.R. § 1.34 



San Francisco, CA 94105 
Telephone: (415)442-1000 
Facsimile: (415) 442-1001 
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FIGURE 1A 



Amino acid sequence for full length human HDAC-2 
ISEQv^D-Ne^l fSBQ ID NO:f I 

MAYSQG 5GKKKVCYT. YDGDIGNYYYGQGHPMKPKRIRMTHNLLLNYGLYRKMEIYR 6 0 

H — w l " i - - J i I T r ~ 120 

i . . f ^ i T - L-l ( -J fK 180 

L 4 F- "'YTTDP.VMTVSPHKYGBYFPGTGDLRDIGAGKGKYYAVNPPMRDGIDDE 24 0 

SYGQI PKPIISKVMEMYQPSAWLQCGADSliSGDRLGCFNLTVKGHAKCVEVVKTFNLPL 3 0 0 

LMLGGGGYTIRNVARCWTYETAVALDCEIPNELPYNDYFEYPGPDFKLKISPSNKTNQNT 3 60 

; *C AI PEDAVHED SGDEDGEDPDKRI S I RASDKRI A 420 

CDEEFSDSEDEGEGGRRNVADHKKGAKKARIEEDKKETEDKKTDVKEEDKSKDNSGEKTD 4 8 0 

TKGTKSEQLSNP 4 8 3 



Human cDNA sequence encoding HDAC-2 
[S EQ. ID ^4i [SEQ ID NO:2J 

ATGGGATCCATGGCGTACAGTCAAGGAGGCGGCAAAAAAAAAGTCTGCTACTACTACGAC 6 0 

GGTGATATTGGAAATTATTATTATGGACAGGGTCATCCCATGAAGCCTCATAGAATCCGC 12 0 

ATGACCCATAACTTGCTGTTAAATTATGGCTTATACAGAAAAATGGAAATATATAGGCCC 18 0 

CATAAAGCCACTGCCGAAGAAATGACAAAATATCACAGTGATGAGTATATCAAATTTCTA 24 0 

CG GTCAATAAGAC CAGATAACATGTGTGAGTATAGTAAG CAGATGCAGAGATTTAATGTT 3 0 0 

GGAGAAGATTGTCCAGTGTTTGATGGACTCTTTGAGTTTTGTCAGCTCTCAACTGGCGGT 3 6 0 

TCAGTTGCTGGAGCTGTGAAGTTAAACCGACAACAGACTGATATGGCTGTTAATTGGGCT 4 2 0 

GGAGGATTACATCATGCTAAGAAATCAGAAGCATCAGGATTCTGTTACGTTAATGATATT 4 8 0 

GTGCTTGCCATCCTTGAATTACTAAAGTATCATCAGAGAGTCTTATATATTGATATAGAT 54 0 

ATTCATCATGGTGATGGTGTTGAAGAAGCTTTTTATACAACAGATCGTGTAATGACGGTA 60 0 

TCATTCCATAAATATGGGGAATACTTTCCTGGCACAGGAGACTTGAGGGATATTGGTGCT 6 6 0 

GGAAAAGGCAAATACTATGCTGTCAATTTTCCAATGAGAGATGGTATAGATGATGAGTCA 7 2 0 

TATGGGCAGATATTTAAGCCTATTAT CTCAAAGGTGATGGAGATGTATCAACCTAGTGCT 7 8 0 

GTGGTATTACAGTGTGGTGCAGACTCATTATCTGGTGATAGACTGGGTTGTTTCAATCTA 84 0 

ACAGTCAAAGGTCATGCTAAATGTG7AGAAGTTGTAAAAACTTTTAACTTACCATTACTG 90 0 

ATGCTTGGAG AGGK C ACACAATCCGTAATGTTGCTCGATGTTGGACATATGAGACT 350 

l-> J --7 T - - _ _ _ i,u I, 1020 

,11 ^ ,~ - ' :nCATATTAGTCCTTCAAACA.TGACAAACCAGAACACTCCA 10 8 0 

GAATATATGGAAAAGATAAAACAGCGTTTGTTTGAAAATTTGCGCATGTTACCTCATGCA 114 0 

- + l< -7 1 --^"A — 2 "A^S-L-J'TZOIAGA 3A 1200 
' 1 - - - 1 ^:aOAATTTCTATTCGAGCATCAGACAAGCGGATAGCTTGT 12 60 

AW 11 - ATGAAGGAGAAGGAGGTCGAAGAAATGTGGCTGAT 13 2 0 

^rAAa^An" v - -^-.crz v v_- - a. "—i _\_:ava.- 14 so 

- - 5AAS; ----- _ __ ___ _ - : - 3ATACC 154 

— - - ' - 1 - - - T - 1597 
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FIGURE IB 

Amino acid sequence for full length human HDAC-2 with a C-terminal 6x- 
histidiue tag 
[ SEP. ID No. 31 ISEO ID NO:3] 
(6x-histidine tag is underlined) 

' i ' . -1 ' RMTHNLLLNYGLYRKMEIYR 

PHKATAEEMTKYHSDEYIKFLRSIRPDNMSEYSKQMQRFKVGEDCPVFDGLPEPCQLSTG 
GSVAGAVKLKRQQTD^TOWAGGLHHAKKSSASGFCYVNDIVLAILELLKYHQR'/LYIDI 
D I HHGDGVE E AFYTTDR VMTVS FHKYGEYFPGTGDLRD I GAGKGKYYAVNFPMRDGIDDE 
SYGQIFKPIISKVMEMYQPSAWLQCGADSLSGDRLGCFNLT\ r KGHAKCVEVs/KTFNLPL 
EIPNELPYNDYFEYFGPDFKLHISPSNKTNQNT 
PEYMEKIKQRLFBNLRMLPHAPGVQMQAIPEDAVHBDSGDEDGBDPDKRISIRASDKRIA 
CDEEFSDSEDEGEGGRRNVADHKKGAKKARIEEDKKETEDKKTDVKEEDKSKDNSGEKTD 
TKGTKSEQLSN PGHHHHHH 



Amino acid sequence for CLEC fragment of human HDAC-2 
[ S EQ. ID N o. 4 1 [SEP ID NO:4] 

SQGGGKKKVCYYYDGDIGNYYYGQGHPMKPHRIRMTHNLLLNYGLYRKMEIYR 6 0 

PHKATAEEMTKYHSDEYIKFLRSIRPDNMSEVSKQMQRF.WGEDCPVFDGLFEFCQLSTG 120 

GSVAGAVKLNRQQTDMAVNWAGGLHHAKKSEASGFCYVNDIVLAILELLKYHQRVLYIDI ISO 

DIHHGDGVEEAFYTTDRVMTVSFHKYGEYFPGTGDERDIGAGKGKYYAVNFPMRDGIDDE 24 0 

SYGQIFKPIISKVMEMYQPSAWLQCGADSLSGDRLGCFNLTVKGHAKCVEWKTFNLPL 300 

LMLGGGGYTIRNVARCWTYETAVALDCEIPNELPYNDYFEYFGFDFKLHISPSNMTNQNT 3 6 0 

PEYMEKIKQRLFENLRMLPHAPGVQ 381 



Amino acid sequence for immobilized Trypsin fragment of human HDAC-2 
fS Ep. ID No. 51 [SEP ID NP:5] 

MAYSQGGGKKKVCYYYDGDIGNYYYGQGHPMKPHRIRMTHWLLLNYGLYRKMEIYR 60 

PHKATAEEMTKYHSDEYIKFLRSIRPDNMSEYSKQMQRFNVGEDCPVFDGLFEFCQLSTG 12 0 

GSVAGAVKLNRQQTDK^/NWAGGLHHAKKSEASGFCY^/NBIVLAILELLKYHQRVLYIDI 18 0 

D IKHGDGVEEAFYTTDRY>:TVS FHKYGEYFPGTGDLRD IGAGKGKYYAVNF PKRDGIDDE 24 0 

l . i c- J . — l l j. l ^ . tfnlpl 300 

RNVARC WT YET AVALD CE I PNEL P YND Y FEYFGPDFKLHI3PS NMTNQNT 360 

Ii } r „ ^ - t -I 4 05 
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FIGURE 3A 



LEGEND 

Column headings from left to right are * \ 1 u , l ' t - " » - 1 1 1111 

Identifier'. <ii)'Ammo Acid Number'. (H)'X Coordinate', (G)'Y Coordinate , (HY7. Coordinate', (I)" Occupancy' 
(OCC.i, (Ji'B factor' and iK; atom type'. 



ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 



ATOM 
ATOM 
ATOM 
ATOM 



ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

ATOM 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
.ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 



GLY A 
GLY A 
GLY A 
GLY A 
LYS A 
LYS A 
LYS A 
LYS A 
LYS A 
LYS A 
LYS A 
LYS A 
LYS A 



19 CE LYS A 



LYS A 
LYS A 
LYS A 



CA VAL A 16 

CB VAL A 16 

CGI VAL A 16 

CG2 VAL A 16 

C VAL A 16 

0 VAL A 16 

N CYS A 17 

CA CYS A 17 

CB CYS A 17 

SG CYS A 17 

C CYS A 17 

O CYS A 17 



C3 TYR A 18 



00 33.38 
00 32. S8 
00 3S.11 



00 34 

00 35 

00 35 

00 39 

00 4S 

00 50 

00 55 



00 37 
00 37 



00 53 
00 53 
00 55 

00 30 

00 28 

00' 30 

00 31 



CO 2 6 
00 24 
00 25 
00 2 3 
00 21 
00 21 
00 24 
00 20 
00 20 
00 21 
00 18 
00 26. 
00 32 
00 20 
00 21 
00 16 
OO 15 
00 1 8 
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FIGURE 3B 



ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM. 
ATOM 

ATOM 



CG TYR A 

GDI TYR A 

CE1 TYR A 

CZ TYR A 

OH TYR A 

CB2- TYR A 

CD 2 TYR A 

C TYR A 

0 TYR A 

N TYR A 

CB TYR A 
CG TYR A 
CD1 TYR A 
CE1 TYR A 
CZ TYR A 
OH TYR A 
CE2 TYR A 
CD 2 TYR A 
C TYR A 
0 TYR A 
N TYR A 
CA TYR A 
CE TYR A 
CG TYR A 
CDi TYR A 
CE1 TYR A 



i .019 
..614 

: . 075 



>.6S4 
i .458 
1.601 
i . 300 



2S.548 
26 .245 
27.402 
28.661 
29.908 
30.451 
31.605 
32.219 
33 . 351 



..oo ; 

..00 2 0. t 

..00 20.! 

.00 17.' 

-.00 16.! 

..00 15.1 

. . 00 16 . ( 

,.00 19.1 

..00 23.' 

,.oa : 



1,00 20.65 
1.00 21.70 
1 . 00 19 . 23 
1.00 20.20 
1.00 18.21 
1.00 24.20 
1.00 22.89 
1.00 24.32 
1.00 25 . 74 



1 . 00 : 



.57 



ATOM 
ATOM 
ATOM 

:r .'■ 

KVOK 
ATOM 



AS P A 

! ASP A 
ASF A 
ASP A 
GLY A 
GLY A 
GLY A 
GLY A 
ASP A 



ASP A 2 3 



ILE A 24 



132 26.460 



29.023 
25.545 
29.630 
31.004 
31.2S8 
32.446 
30.231 
30.3 50 
29. 143 
29.055 



1 . 00 27 . 58 
1.00 31.26 
1.00 33.32 
1.C0 39.03 
1 . 00 26 . 95 
1.00 28.38 
1.00 31. S5 
1.00 4 0.54 



104 CGI ILE A 24 



\S41 



..393 30.169 



223 29.270 
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A?: J:-' 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 



ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 



CD I ILE A 
CG2 ILE A 
C ILE A 
0 ILE A 
N GLY A 
CA GLY A 
C GLY A 
0 GLY A 
N ASN A 
CA ASN A 
CB ASK A 
CG ASN A 
OD1 ASH A 
ND2 ASN A 
C ASN A 
0 ASN A 
N TYR A 



CG TYR A 
CD I TYR A 
CE1 TYR A 
CZ TYR A 
OH TYR A 
CE2 TYR A 
CD2 TYR A 
C TYR A 
0 TYR A 
N TYR A 



(.680 
1.047 
1.584 



1 . 00 25.65 
1.00 27.69 
1.00 27.57 
1.00 2 8 .OS 
1 . 00 32 .62 
1.00 33.18 
1.00 23.29 
1.00 32 .21 
1.00 36.54 
1.00 38.26 
1.00 40.40 
1.00 41.23 
1.00 29.78 
1 . 00 29.28 
1.00 22 . 93 
1.00 24 . 33 
1 . 00 23.89 
1 . 00 25 . 58 
1.00 26.62 
1.00 2 7.47 
1.00 3 0.04 
1 . 00 30 . 17 
1 . 00 28.43 
1.00 25.97 
1.00 25.10 
1.00 25.59 
1. 00 25.63 



ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

ATOM 
ATOM 



CD1 TYR A 



140 OH TYR A 2 8 

141 CE2 TYR A 2 8 

142 CD2 TYR A 2 8 

143 C TYR A 28 

144 O TYR A 28 
14 5 N TYR A 2 9 
146 CA TYR A 29 
14 7 CB TYR A 2 9 
14 8 CG TYR A 2 9 

149 CC1 TYR A 29 

150 CE1 TYR A 29 

151 CZ TYR A 29 



i.648 
,.261 
i.631 
i . 026 
: .300 



22.902 33.517 10 . > 



1 . 00 31 . 1 
i . 00 32 , ; 
1.00 37.; 
1.00 38 . : 
1 . 00 42 . ! 
1.00 37.: 
1 . 00 33 . ( 
1.00 26. ( 
1 . 00 25.1 
1.00 23.: 
1.00 24.; 
1.00 20.' 
1.00 21.'; 
1. 00 20. < 
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ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

ATOM 
ATOM 
ATOM 



OE1 GLN A 
SE2 GLN A 
C GLN A 
0 GLN A 
N GLY A 
CA GLY A 
C GLY A 
O GLY A 
N HIS A 
CA HIS A 
CB HIS A 
CG HIS A 
ND1 HIS A 
CE1 HIS A 
NE2 HIS A 
CD2 HIS A 
C HIS A 
0 HIS A 
N PRO A 
CA PRO A 
CB PRO A 
CG PRO A 
CD PRO A 
C PRO A 



12.503 1.00 



20. 980 
19.853 
21.197 



35.666 
34 .770 
3 3.3 03 



5.400 
6 . 186 
£.474 
6.462 



0 C 5 4 . S 8 
00 54.7 2 
00 33.05 
00 34.31 
00 31. 96 
00 32.47 
00 2 9.76 
00 28.79 
00 27.05 
00 24.71 
00 23 .18 
00 22.69 
00 18.66 
00 22.66 
00 21.22 



00 22 .85 
0 0 2 2.53 
CO 22.87 
00 25.21 
00 22.93 
1.00 21.75 
1 . 00 17.77 
1.00 22.4 9 
1 . 00 16 , 87 
1.00 21.27 
1 . 00 19.13 



' 22. ( 



ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 



LYS A 
LYS A 
LYS A 
LYS A 
LYS A 
LYS A 
LYS A 
PRO A 



20.097 35.075 

18.181 35.552 

17.457 36.083 

17.205 37.577 

18.481 38.434 

18-240 39.814 

19.559 40.556 

19.345 42.024 

16.210 35.301 

15-195 3S.574 

16.256 34,316 



1.00 2 5.82 



846 1.00 42 



194 1.00 19 



4.056 35.520 11.305 



12.313 I. 00 : 



l-SI : /7452<«0.! 
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ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 



ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 



ATOM 
ATOM 
ATOM 



ATOM 
ATOM 
ATOM 
ATOM 



ATOM 
ATOM 

at 



HD1 HIS A 
CEi HIS A 
NE2 HIS A 
CD2 HIS A 
C HIS A 
0 HIS A 
S ARG A 
CA ARG A 
CB ARG A 



CB ILE A 4 0 

CGI ILE A 40 

CD1 ILE A 4 0 

CG2 ILE A 4 0 

242 C ILE A 40 

243 0 ILE A 40 

244 N ARG A 41 

245 CA ARG A 41 

246 CB ARG A 41 

247 CG ARG A 41 
2 48 CD ARG A 41 



239 
240 
241 



NE ARG 



2 52 NH2 i 



261 
. 262 
263 



MET A 
MET A 

MET A 
MET A 
MET A 
MET A 
THR A 
THR A 
THR A 
. THR A 



271 CA HIS A 



_ , -_ 

2 75 CEI HIS A 



40.S7S 
40.2S6 
39.012 
36, 727 
37.030 
36.556 
36.671 
36.S10 
3 5.079 



641 33.302 

679 31.406 

463 35.701 

421 36.001 

610 34.549 

5" 33. "7 

006 32.200 

233 31.682 

060 31.608 

868 31.145 

408 34.135 

212 33.972 

831 34.772 

915 35.409 

670 35.883 

772 36.434 

451 36.436 

806 37.042 

624 37.237 

243 36.932 

S36 37.742 

158 36.578 

000 36.766 



38.491 
36.388 
36.247 
35.000 



39 32.0S8 



00 19 
00 13 
00 IS 
00 17 



CO 18 

0 0 15 
CO 16 



00 17 
00 18 
00 17 
00 26 

00 3 3 
00 41 
00 46 
00 46 
00 47 



l.CO 18.80 

1.00 16.34 

I. 00 17. 87 

1.00 16. SS 



ANNOTATED SHEET 
10/826, 170 

FIGURE 3F 



276 NE2 HIS i 



-396 12.671 



ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

ATOM 



ATOM 
ATOM 
ATOM 
ATOM 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 



273 
279 
230 
281 
282 



C HIS A 
0 HIS A 
N ASM A 
CA ASK A 
CB ASS A 
CG ASS A 

284 OD1 ASN A ■ 

285 ND2 ASN A 
2 86 C ASN A 
2S7 0 ASK A 
28 8 N LEU A 
2 89 CA LEU A 
2 90 CB LEU A 
291 CG LEU A 
2 92 GDI LEU A 
2 93 CD2 LEU A 



N LEU A 
CA LEU A 
CB LEU A 
CG LEU A 
CD1 LEU A 
CD2 LEU A 
C LEU A 
0 LEU A 
N LEU A 
CA LEU A 
CB LEU A 
CG LEU A 
CD1 LEU A 
CD2 LEU A 



314 CB ASN A 4 9 

315 CG ASN A 4 9 

316 OBI ASN A 4 9 

317 ND2 ASN A 4 9 

318 C ASN A 49 

319 0 ASS A 4 9 

320 N TYR A SO 

321 CA TYR A 50 



3.410 
J.297 



1.00 21 
1.00 23 
1.00 14. ! 

i.oo is.; 

1.00 17. ( 
1.00 18.4 

i.oo : 

1.00 19.! 

i.oo 20.: 

1.00 21. ( 

1.00 16.4 

1 . 00 16. J 

1.00 15.1 

1 . 00 18.4 

1.00 18. i 

1.00 20. E 

1.00 22.: 

1.00 16. E 

i.oo 20.: 

1 . 00 16.' 
1 . 00 18.1 
1 . 00 23.3 
1.00 29.1 
1 . CO : 
1.00 30 . ( 
1 . 00 36.3 
1.00 22 A 
1 . 00 22. i 



-5.C07 

-3.785 39-4S5 

-4.646 39.376 

-3.843 38.84S 



. . 967 i.oo: 
■ . 410 1.00 28.25 
1.00 30.15 
1.00 22.55 
1.00 20.82 
1.00 20.25 
1.00 20. 4S 
1.00 18 .74 
1.00 21.43 
1.00 19.85 
1.00 17.29 
1.00 24.12 
1 . OQ 22.21 
1.00 19.5 5 
1 . 00 24 . 04 
l.CO 18 .75 



ANNOTATED SHEET 
10/826, 170 



FIGURE 3G 



ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

ATOM 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

ATOM 
ATOM 
ATOM 



ATOM 
ATOM 
ATOM 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 



ATOM 
ATOM 
ATOM 
ATOM 



33^ 
338 
339 
340 



0 GLY A 
N LEU A 
CA LEU A 
CB LED A 
CG LEU A 
CD1 LEU A 
CD 2 LEU A 
C LEU A 



CD1 TYR A 
CE1 TYR A 
CZ TYR A 
OH TYR A 
CE2 TYR A 
CD2 TYR A 
C TYR A 
0 TYR A 
N ARG A 
CA ARG A 
C3 ARG A 
CG ARG A 

NE ARG A 
CZ ARG A 
NH1 ARG A 



LYS A 
LYS A 
LYS A 
LYE A 
LYS A 
LYS A 
LYS A 
LYS A 
LYS A 



(.429 
i . 3 2 5 
i.cO 7 



35.057 
33.787 

33 .770 
34 . 858 
34.748 

34 . 843 
32 . 553 
31.443 
32 .750 
31.688 
32.171 
33.296 
33 .029 
34 . 054 
3S.378 
36 .407 
35.665 
34.628 
31. 143 
30.002 
31.965 
31.546 
32.753 
33.640 
34.738 
36.066 
37.158 
3-7 . 124 
38 .323 



3 C . 



sfiS 



31.7 06 
33.136 
33.594 
28.1S8 
.193 27.332 



..00 2 5.! 
..00 27.: 
.00 28.: 
. .00 23 
. .00 21 
. .00 22 . f 



. . 00 35.1 
. .00 35.' 
..00 37.- 

. . oo 40 . : 

..00 34.: 

..oo 30.: 

.00 29 . i 

.oo 3i,: 

.00 29." 
..00 33. ( 
. . 00 38. ( 
..00 45.' 

.00 53 ,: 



59. < 



35.! 
1.00 42.! 
1.00 45.^ 
1.00 51.3 

i.oo 5i.: 

1 . 00 28. £ 
1.00 27.4 
1.00 28. £ 



CO OLO A 5 7 



ANNOTATED SHEET 
10/826,170 

FIGURE 3H 



ATOM 
AT OK 
ATOM 
ATOM 
- > 
ATOM 
ATOM 
ATOM 



ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 



ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 



ATOM 
ATOM 



OE2 GLU A 
C GLU A 
0 GLU A 
N ILE A 



3 94 CA IU 



395 
396 
397 



CB ILE A 

CGI ILE A 

CD1 ILE A 

CG2 ILE A 

C ILE A 

0 ILE A 

N TYR A 



40 3 CB TYR ii 

405 CDI TYR A 

4 06 CE1 TYR A 

4 07 C2 TYR A 

408 OH TYR A 

4 09 CE2 TYR A 

410 CD2 TYR A 

411 C TYR A 

412 O TYR A 

413 N ARG A 

414 CA ARG A 

415 CB ARG A 



CD 



42 0 NH1 ARG i 



ARG A SC 



PRO A 61 



425 CA PRO A 61 

426 CB PRO A 61 

427 CG PRO A 61 

428 CD PRO A 61 

429 C PRC A 61 
43 0 O PRO A 61 

431 N HIS A 62 

432 CA HIS A 62 

433 CB HIS A 62 



4 35 ND1 HIS A 62 



442 CA LYS A 63 

443 CB LYS A 63 

444 CG LYS A 63 

445 CD LYS A S3 

446 CE LYS A G3 



389 10.572 

86 6 10.965 

740 12.2 93 

565 12.317 

793 13.354 



1.00 53 .23 
1.00 27.14 
1 .00 26.43 
1.00 23.96 
1.00 23,30 
1.00 25.42 
1.00 26.37 
I , 00 28 .44 
1.00 21. S6 
1 . 00 23.73 



12 . 028 
12 . 915 
12.205 

12.842 
12 . 559 
11.314 
11.028 
10.352 
10.645 
13.337 
12 . 553 



'55 18.496 

43 18.837 

06 19.727 

18 20.409 

60 19.935 

08 14.702 



1.00 21.20 
1.00 24.78 
1.00 3 0.40 
1,00 35.62 
1.00 37.26 
1.0 0 3 9.08 
1.00 43.75 
1 .00 37 .62 
1.00 34.35 
1.00 22.46 
1.00 21.64 
1 .00 20.21 
1 . 00 22 . 73 
1.00 27.65 
1,00 26.76 
1.00 28.10 
1.00 26.39 
.00 28.18 
.00 27,35 



337 13.730 
910 12.887 



13.333 
13.572 
15.004 
15.975 
14.992 
16.024 
16.020 



: .791 



645 13.573 



447 13.266 



485 14.609 



661 18.283 



038 20.381 



1,00 26,84 

1.00 24.71 

1.00 30.02 

1.00 24.64 

1.00 23 . 34 

1.00 22.07 

1 .00 22 . 91 

1. 00 22 . 92 

I. 00 2 5.21 

1 . OD 23.64 

I. 00 26.11 

1.00 24.33 
1.00 23.21 
I.OC 24.85 
1.00 2 3.85 
1.00 21.34 
1.00 21.51 
1.00 22.01 
1.00 27.73 
I. CO 3 5.80 
1.00 4 0.35 



